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Guidelines for Managing Financial Conflicts of Interest In Human Subjects
Research at NiH

The need for more substantial ethical guadance regarding conﬂlcts of flnanclal and other
interests is pressing for NIH, where the trust and protection of research subjects is vital
to our mission to improve the public health. These guidelines outline how the NIH will
seek to ensure the integrity of human subjects research by preventing real or perceived
conflicts of financial interest as investigators work with industry partners to promote
technology transfer to meet this goal.

Lk What are a clinical investigator’s potential conflicts of interest? -

All clinical investigators have primary obligations. These include obtaining knowledge
that will promote health and health care and ensuring the safety and health of research
participants. Clinical investigators may also have other, secondary interests, which
could include teaching trainees, supporting a family, and eaming income. These
secondary interests are not, themselves, unethical, but in some circumstances, they
have the potential to compromise, or appear to compromise, the judgment of clinical
researchers regarding their primary obligations. When these secondary interests could
compromise judgment, there is a conflict between the secondary and primary interests.

These Guidelines are meant to minimize the pdtential for any compromise of judgment
as the resutt of a financial conflict, thereby ensuring both the integrity of our research
and the safety of participants.

L To Whom Do the Guidelines Apply?

The guidelines apply to all individuals who substanttvely partticipate in the development,
- conduct, or analysis of clinical research protocols, or in the oversight of human subjects
research at the NIH. This includes evetyone who can affect the integrity of research
resuits or the safety of research patticipants in clinical protocols.

In pénic‘ular the guidelines apply to:

o Principal Investigators
o Associate Investigators — i.e., all persons whose names appearon a
protocol and who are responsnble for obtaining consent from pataents who are
to participate in a clinical trial.
Because the financial interests of an Investigator’s family and outside interests may be
closely allied to the Investigator’s interests, with respect to financial interests (Section
fit, below) the term “Investigatot” also includes an employee-investigator's spouse,
dependent children, or household members, and any outside entity or foundation in
which any of these persons have a f nancial mterest or intellectual relatnonship that




could be directly affected by the conduct of the research. In multicenter studies, this
applies only to investigators at the Niti Clinical Center.

o Affiliate Investigator: These investigators are named on the protocol facesheet
but are not responsible for obtaining consent from a patient. These individuals
would not be subject to the guidelines outlined here.

iil. What Interests Fali under the Guidelines for Prinicipal Investigators and
Associate Investigators?

"o Serving as an officerorin 2 decision-making role for a sponsor of the
 human subjects research;

o Holding stock, stock options or bonds in a commercial sponsor of the
human subjects research;

o Receiving compensation for service as consultant or advisor to a
commercial sponsor of the human subjects research (excluding
expenses) '

o -Receiving honoraria from a commercial sponsor of the human subjects
- research;

o Accepting payment from the human subjects research sponsor for non-
research travel or gifts;

o Obtalmng royalties or being personally named as an inventor on
patents (or invention reports) for the product(s) being evaluated in the
human subjects research or products that could benefit from the
human subjects research;

o Receiving payments based on research outcomes; or

0 Having other relationships with commercial sponsors of the human
subjects research. .

v How the Gmdelmes will Work.
The NIH has established this system to manage financial confii cts for Prmicipal
Investigators and Associate Investigators in clinical research. The system is
dessgned to ensure faimess, efflcaency, conslstency, and ﬂex:bllity ,

' Employees are remmded that applicable authonties prohlb!t thern from havmg. for mstance, outs;de

- activities, gfts from prohibited sources, or.compensation from outside entities related to the perfonnance o

of offi ctal duties fromlwnth commerclal sponsors of cllmcal research in whach they parttclpate k PR



A. Disclosure Repotts

o The Prinicipal investigators and Associate Investigators listed on
each protocol will report any interest described in Section lll with -
commercial sponsors of the human subjects research. This information
can be reported using ProtoType or an IC specific form.

o Disclosure forms will be forwarded to the Investigator’s Clinical Director
(CD) and Scientific Director (SD).

o [f no conflict is nated, both the SD and CD sign off on the .report. Repotts
will be sent quarterly to the DDIR. They will have NO personal identifiers.

o [f any conflict is noted, the Clinical Director and Scientific Director will
devise a management action.

B. Conflict Management

An investigator with conflicts real or apparent may participate in the planning,
des:gn, or other roles in a study provided the IC institutes an appropriate plan for
managing the financial and decision-making conflicts. The SD and CI shafl
consult,if necessary, with the Deputy Ethics Counselor for the IC, with
representatives of OIR and OGC Ethics Division, and the Chair of the IRB to
assess the conflicts and, devise a management action.

Possible options in a management action cou!d include any or alf of the fe!lowing:

o Disclosure of the conflicting decision-making and/or financial interest of the
Investigator to the research subjects (usually in the consent form)

Reassigning responsibilities from an ln(restigator with a conflict or the
‘appearance of financial bias to another investigator without a financial interest in
' the human subjects research.

o Establishing a Data Safety Momtonng Board (DSMB) or some other
" independent group (such as an extemal audit) for overseeing protocol integrity,
data analysis, and the safety of reseatch subjects.

"o Recusal of Investigators from vartious' roles, such as determining efigibility of
research subjects, obtaining informed consent, gradlng and repotting adverse
events, or anatyzmg and repotting data.

o Wherethe potentlal conflict consists solely of an lnvestlgator's recelpt of
' 'royalttes that are leglsla'mrely mandated by NIH technology transfer authonty, —




this information should be reported to reséarch subjects via the consent form.
(See section V below for details)

o Waiver.

C. IRB Review of Proposed Management Action

‘The proposed management plan for Investigator conflicts will be sent to the
Institutional Review Board for concurrence when the IRB reviews the protocol and
supporting documents. Ultimately, for the study to proceed, the IRB must approve
the conflict management actions for ali studies, new and ongoing, and the
discussion must be documented in the minutes. The IRB, when approving a
protocol, will outline in its minutes to the Clinical Center what type of conflict has
been identified and how this was managed. As is done presently for all protocol
documents, this information will be kept in the Office of Protocol Services

D. Cutrent Protocols

Protocols that are presently active and which include patticipation of Investigators
with a significant conflict must update the information provided to research
subjects at the time of the annual review. New research subjects enrolled will
receive the updated informed consent, which reveals the conflict. Research
subjects who are already on study will be apprised of the Investigator's significant
interest by letter.

" E. Accounting to the DDIR

After the Institute develops its management action for handiing a conflict of
interest, this action and reasons for any deviation from the established prohibitions
and recommendations will be reported to the DDIR on a quarterly basis or more
quackly if the case is time-sensitive.

* V. How will NiH Intellectual Property and Royalﬁes Be Handled?

In some instances, NIH clinical protocols will evaluate or potentzany benefit product(s) in
which NIH (i.e. the govemment) owns patents or has filed invention reports. In such
cases:

.} An NIH investigator may part:cnpate at any capacity in the clm(cal trial, even if
the investigator is listed on the patent or invention report and/or may receive

royalty payments from the product(s) bemg tested.




When such an investigator participates in a trial, there should be full
disclosure of the relationship to the IRB and to the research subjects (i.e.,
information should appear in the consent form).

In the case of ongoing protocols where this ocours, investigators should
provide a new consent form or correspondence outlining the relationship.

An independent group, such as a DSMB or extemal audit, mustreview the ™ ~
results of all such human subjects research.

These relationships.must be repotted to the DDIR, but should not impede the
pursuit of the trial. '




Clinical Investigator Decision Making and Financial

Interest Disclosure Form {on ProtoType or IC specific Form )

Name of Principal/Associate Investigator or Research Monitor:
Name of Research Protocol:

Sponsors of the Human Subjects Research:

Institute to which Research Protocol Submitted:

NIH regards an “Investigator” to mean the principal investigator and any other person who is
responsible for the design, conduct or reporting of research funded by PHS... For purposes of the
requirements of this subpart relating to financiat interests, “lnvestigator” includes the
Investigator’s spouse and dependent children, household member or any outside entity or
foundation in which any of the above has a financial or intellectual relationship which could be
directly affected by the conduct of the research study.

estion:

Servng as an officer or In a decision
making role for a sponsor of the
humans subjects research
Holding stock, stock options or
bonds in a commercial sponsor of
the human subjects research
Receiving compensation for service
as consultant or advisor-to a
commerical sponsor or the human
subjects research (excluding expenses)

' Receiving honoratia froma
commerical sponsor or the human
subjects research.

Accepting payment from the human
subjects research sponsor for non-
research travel or gifts -~
Obtaining royafties or being personally
named as an inventor on non-NIH patents
(or invention reports) for the product(s)
being evaluated in the human subjects
research or products that could benefit
‘from the hurnan subjects research
(NiH patents are addressed elsewhere)
Receiving payments based on research
> : . ... outcomes .
Having other relationships with commerical
sponsors of the human subjects research |
Stocks or interests in competing companies
with potentially conflicting products known
' ~ to you - '




NIH Intellectual Property

Does the [nvestigator have patents or invention reports (either held directly or through
the NIH) that could be affected in any way by the proposed clinical study?

NO_ '

YES: S - :

Please list Patent or Invention Report name(s) and number(s) - -

HYES,

(Michaél: Need to develop standard language to insert into consent forms for
" these occasions) -

False statements warning inserted here

| certify that, to the best of my knowledge, ali of the above information is true and
accurate. | understand that any false statement may subject me to disciplinary action
and a willful false certification is a criminal offense (18 U.S. C. 1001)

Signaturé | | date




Principat and-Associate investigators
disclose any decision-making or financial
interests with commercial sponsors of the

human subjects research.

!

Either through ProtoType or through a IC
specific system, individual report submitted
to Clinical Director and Scientific Director

CD/SD determ_ineé there is no _ CD/SD determines there is a conffict
conflict of interest. Report is of interest. A management action is
signed off and reported to the IRB devised
Quarterly repotts without
personal identifiers will be sent to
‘the DDIR
_ 4
Institute reports without personal
, , identifiers its determination and
_ ' ——— ' management action.. A commitice
Report to the IRB of conflict with a ud established by the DDIR will
management action.. |RB minutes include } review the Quarterly reports
a summary of all conflict of interest

resolutions.

- TOTAL P.B9




